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DECLARATION UNDER 3S IT S P 1 m TttAVEBSINT. CRQHNTtt OP HP.IFPTTON 
SIR: 

1. 1, Alan Epstein, MD, PoJJ., Professor ui the Department of Patiioiogy at ihe University of 
Southern California, hereby declare that I am a citizen of the United States and a resident of 
Cdifomia. 

BACKGRQUft'J 

2. I received my MJJ. degree &om Stanford University School of Medicine in 1978 and my 
Ph_D. in Cancer Biology from Stanford UmversiJy in 1978. My areas of sperialkation include 
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biochemwry and iSbaofogy of rotor protdra. the product™ «* rfim™i »»«» g *f 
mooockaal antibodies for the Tmnrnmo rfi n t no ns and ftaapy of cancer, and the biological 
cfaanacrizakm of hunan malignant lyn^homas indteukexnifls. I am the anther of 7 Uaaed 
States Patents md Patent application and have puttishcdover 100 articles in me field nf™,^ 
*eapy and cancer biology. 

3. I make this declaration under 37 CJ.fi. 1.132 to traverse grc^ of rejection of the above- 
identified US. Patent Application, Serial So. 08/78W90cf SanwdRose, MD (hereinafter 
the '590 Application). 

4. I nave exaxmnMairi am Jtailiff^ 

Application; the Offi^ 199S;the Aoer)diiienimed$eptea}ber2l 

1998; Imemauonil Patent Application, Publication number WO 91/09134, having a publication 
date of June 27, 1991; and the Official Action n^ed November 25, 1998. 



The incthodte treating cancer cftte 

treating cancer in its initial step is related w the fieM of cancer therapy known as a 
dependent prodrug therapy (ADEPT). In ADEPT, the feat step of the inethod calls for the 
tt l nr i niaminon of a bispecific reagent having a noa«mammalian enzyme moiety. The method of 
ADEPT further connjriaes tne step of ac^ 

soluble active drag by the enzyme moiety of the bispecific reagent which is bound to the non- 
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"*°<V*^**x^vfiwaa& ^nwsasptftheiiaan^^ 
^'^ipplicanra also calls forte 
nwnnulian enzyme moiety. Ttemethrtof ttemveatto 
q*plic«ionWr calls for 4e 

The therapeutic e£xt produced by ADEPT occurs itoihcailuWe active divgdifloses 
^frtetmn^rtkmirtf^ic^^ lb ADEPT ±e active dnig also 
diffuses into die systemic ci^^ m 
connidistinction to ADEPT, as disclosed in the present invention, the tfaerapeutic rfFect produced 

oftt «*c4uMepreripura 

cancercefls. Unlike Ani^wUchpro^seBcwsy^e^ 

*e systemic cicdjuic^tte 
l» produce significant systomctaucttybecrodiem 
not xHSuac iota the svueasc drcuianon. 

As disclosed in me 590 appficamm, Dr. 
oncer. Oiveamy uiidentaidingrfite 

radiolabeled antibodies and fragments for therapy, Dr. Rose 's soluble prccipiiBble material (the 
tanpeutic ajem cf the pa^ 

posentialand can be easily made and tested. It is well known to one skilled in the an thai 
radtoactrveniaierialscm 1*te'S90wt*mDt.Bt»tiKkmteM* 
to achieve bystander or nacrcregicaa] killing (spedficarion, pages 3*4, 7. and 33-34) by using the 
therapeutic agent disclosed in tbeinvencon. Asdisdceedintheepjiliatkw^ 



bythcthompcutkragemdisclosaiinthciwea^ 
m^Wcma^ famed by the sduMc,^^ 

immobta isotnpe-c^g Peonies and to genera* tbenpcimc radiation fields which u 
«wccr ccUs in the immediate nriacttgion. Dr. Rme's apjiiiorrion how the soluble 

by the aon-mammahtt enzyme moiety of the Wapedfic reagent 



la view of the long-standing and established field of ADEPT, the afemation pwvio^ 
speci^^dawiagf.airf 

mepn^ invention. The therapeutic protocols of die present invention disclose to one skilled in 
the a« the required 

reagent, ia borne ont in the long-standing and ^-established field of ADEPT and the dotage 
Pa^eten set forth tfc^ 

experimentation. The mtanatJonal patent ^implication. Publication nnmber W091/TO134, dad in 
telateamonbytheExixTnTHx.Twttxdo^yrtim known to those skilled ia the an ai far 
h«k a. the I», ^ f0f vbaildx ^ « uf prodrug-acriviiliig 

enzyme, and of prodrugs to adult human patients. 

In the •SWappUcadon on pages 9-1 1, Dr. Rose discloses the reasons for the failure of 
ADEPT therapies which the Examiner quotes in the Acdon on page 4, The Examiner speculates 
tnattfce'-fc^Mdxacthodsofad^ 
enable rjjeinstamclarnis." Tins spex^on is supported by 

ADEPT iirftlie invention disclosed uite As discussed above, the 
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been 



^^^^theques^t,*^ 
^"^*«^^-bas*t^ 

designed to averc^ the uanread^ 
antigen (lefidemmutams by pwiucin 
5pCdfi ^ ) - ^-^^de^cleariymthespc^^ 

10) that the failure of ADEPT is mx aconsequcece c>f insufficient bispeciffc nagem reaching the 
«** In fici.it is quite the opposite Nuae^pubJishedp^^ 
ADEPT-b«sedtb«raBi«iwea]s n^sufficjemp^^ 

^ghb«peci&* ag c«^ Raincr.ADliFrfeils 
because die product of the ADEFrtherapy is scjubfe anldifinises antcf the tumor mass into the 
»ysMc drtnUiucii and prod^ 

Or. Rose's invention and ADEPT both use the non-mammalian enzymes of previously 
bound bispedfic peagem 10 cmv^ 
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awerialintheiraefflinvttiiOT Essentially, they 

use the same types bispecific reagents and for bodi ADEPT and the invewicm disclosed in the 
*550 application the bispecific reagent faces the saiaepioblom ^impermeability rfrnmori to 
antibodies, lack of uniforei dsnibntto 

mutants. It is well-known to one skilled in the an that the bwdistribation of the bispecific reagent 
is fla a Hunting factor for ADEPT, and sin^y it is kno>vn to one skilled in the that the 
biodistribtttion of Ac bispeciflc reagent will not preclude die cffccuvcugM of the invention 
disclosed in the "390 application. Since the ^specific reagent is non-toxic, it is known to one 
s^ed in them that the dosa^ of tne bispecific 
a long period of time to overcome the obstacles mcutioaed above. 

The vast body of published research in ADEPT includes extensrvedococentatios 
regarding effective and JU^jropnate doses for the bispecific reagent and the protocols necessary far 
adjusting the doses under differs turjOT art Accordingly effecrive and 

appropriate dosages and methods of administramm are well-know to one skilled in the art and 
enable Dr. Rose's invention disclosed in the '590 application to be practiced. 

Further, it must be noted thai required dose levels vary from tumor to tumor and from 
patient to patient, la both ADEPT and the present invention ii u known to one ^H«f ia the art 
that the dose of die biipecifk: reagent which is required for therapy varies from panenx » paneat 
and depends on many factors such as tne size of the tumor, the size of the patient, ine location cf 
the tumor, bow many cells nave been killed, and many other factors. It is not possible to identify 
any one dose of the adnn^iistered bispecific reagent which would be suitable in all cases. 
However, the guidelines for doses nave been wett-ma Wished by res 
ADOT and enable cgesaiflcd in the an to 
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^"bKaheddatafete 

Harvard and my own published data showing me retention of insoluble ONA in tumor tissue) 
towstrm that solnble oacn^ 
flukloftumor tissue comport 

inttecxmiceflularfl^^ 
inefifa^ phages 

functioning of lymphatic drainage in tumor tissues. My own dm confirms chat insoluble DNA 

awuc(cx«ptdwbnun). One skilled In tost would re^reco^ that tlx insoluble 

Pwrfptottfor^m Dr. Rose's invc^ Tnethsenceof 

lyn^ciincaijctT tissue prevent 

into the lyn^haritt airi the to ^ 

macrophages Hiring the sinusoids of the lymph glands. 

B» the Examiner's consideration, I am including a sample of references showing that 
there is to impaired or abs^^ inq>aiitdmacaophages^^ 
wabacmpfcgocyticac^ AccordngiykistoowniDOtt 
in accordance with the inventions disclmed in the '590 application that the insoluble preapitan: wiU 
wnain in the extracellular fluid of twnwtaaue tea longer time than uitte 
normal tissues. 



It is weU known to one stalled m the an to 

pradtxnwffl mike the resd^ This lechiu^ of asacning certain 
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molecules to produc^ achieve j mp ffrn m hilfty bis been waje^hfisbed and is often used 
where it is desirable to prevent certain cneniicals, molecules, or agents from entering cells. The 
methods of aniriwK^ and funcrira of 



& is common knowledge in the field of phanssceuiicaimedicte 

P«aui*IandphnTnaOTlogical Thit is, only when 

drugs are solubk can they rwch, eater, and ex^bathearhtnpai^cfhctotxcti^c^ A drug 
does not have a therapeutic affect on cells. In the field of cancer therapy toby, &U a 
and cytotoxic agents axe soluble. Tbeze is no such thing as an msoiUDlfidrug. 

Hw invention disclosed in the *590 wrkition cc«tra 
agemwhichi8asc4uhteprecipitabtemat^ 

enzyme moiety of at^eviously bound bispecific reagent. The product nf th« f-nrynwrir r^^rrsion 
is insoluble. In contrast to the invention in Dr. Rose's * 590 application, the invention disclosed in 
the International Patent Application, Publication No. WO 91/109134. compiles the conversion of 
"an inactive antic an cer p rtxlrug into an active type" (page 2, line 10-11). Ihrbelntorumonal 
Ptent, Publication no. WO 91/109134 and in every example of ADEPT, the product of the 
enzymatic conversion remains soluble. 

For example, the fatemsrionat Patent Application, Publication No. WO 91/109134 (page 9, 
line 1 4.20) recites that "any anriranocr agent can be used as the original drug for the 
abovemeanoned prodrug, but piefcre n cc is given to those in cJrnical a JY }ir ^ ira> such as 
edriapiycin. d s piaTtn, metpnalan, lucihocexa tc, nmomycin C vincristine, puroaycic and 
pnenylenecUamine mostard," aQ of which, when converted by enzyme action as described in the 
method of die International Patent Ai$lir*^ besom 
tun^ tissue and exM bit their phaimacotogical action on the neighboring cells. 



For one skMin the an, the specification of the invention disclosed in die '590 application 
«nd the extensively studied prior an of ADEPT, ckariy deznonstnun how the therapeutic agent 
Oisciaed in tlw '590 application is 

prodrugs described in the International Patent, I^IbJicano^ Na WO 91/109134. As disclosed in 
Dr. Rose's '590applicrton tbethennxuric 

preapmae formed then»f U instable. Rather, the therapeutic pwain^n^^ Aeiwwipitate 
bein^aradic^vemrieciile. For these feasors the tberipeu^ 
distinafkmithepriarmdwcIosedinA^ 
fan the prior an of ADEPT. 

6. I hereby declare that all stuemems made herein of m^^ 
wjwms inade ob inforoi^ 

wee made with the knowledge that willful xlte statements aodfe 

fine, inanisonnxnt, or both, under Section 1001 of Title 18 of the Untied States Code. 



